Abstract A novel versipelostatin (1) analogue, versipelostatin F (2) was isolated from Streptomyces versipellis 4083-SVS6. The structure of 2 was determined by the analyses of the spectroscopic data. Compound 2 inhibited the expression of GRP78 induced by 2-deoxyglucose with an IC 50 value of 0.3 mM, which is 10-times more potent compared with that of 1.
to be C 61 H 94 O 18 by HR-ESI-MS. The IR spectra revealed the characteristic absorption of a carbonyl (n max 1703 cm
Ϫ1
) and hydroxyl (n max 3433 cm Ϫ1 ) groups. The 13 C-and 1 H-NMR data of 2 are shown in Tables 2 and 3 . Comparison of these 13 C-and 1 H-NMR data of 2 with those of 1 together with 2D NMR spectral analysis such as DQF-COSY and HMBC spectra, in which key correlations were summarized in Fig. 2 , revealed that the aglycon of 2 consisted of the same skeleton as that of 1 as shown in Fig. 2 . The relative stereochemistry of a cyclohexene and an octalone moieties in 2 were confirmed to be the same as those of 1 from NOE analyses. Since the 13 C-and 1 H-NMR signals for the aglycon part of 2 are superimposable with those of 1, the absolute stereochemistry of the aglycon in 2 was concluded to be the same as that of 1.
The three anomeric signals C-1Ј (d C 100. Fig. 3 . Thus, the structure of 2 was determined as shown in Fig. 1 .
To evaluate the inhibitory activity of 2 against GRP78 expression induced by 2-deoxyglucose (2-DG) as an ER stress, we used a reporter gene assay system utilizing luciferase gene described previously [9] . The human fibrosarcoma HT1080 cells transformed with the luciferase reporter gene driven by the GRP78 promoter when treated with 10 mM of 2-DG, produced four times more luciferase than did the untreated control. In this evaluation system, 2 suppressed 2-DG-induced GRP78 expression in a dosedependent manner with an IC 50 value of 0.3 mM and had no effect on the activity under normal growth condition. Contrary to the potent inhibitory activity of 2, 1 showed the less potent inhibitory activity with an IC 50 value of 4.0 mM. Thus, 2 had 10-times more potent activity than that of 1. These results suggested that the a-acofriopyranosyl residue in the sugar moieties plays an important role for the inhibitory activity. model [9] . Therefore, it is expected that 2 would exhibit stronger inhibitory activity in vitro and in vivo. 
